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DETAILED ACTION 

Claims 1-20 are pending. 

Election/Restrictions 

Claims 8-13, 18-20 are withdrawn from consideration pursuant to 37 CFR 
1.142(b), as being drawn to nonelected inventions. 

Applicant's election of invention Group I, an eye drop composition comprising 
one or more doses of a buffered, isotonic ophthalmic solution having therein a 
pharmaceutical^ effective amount of a trialkyl phosphine oxide of Formula 1, claims 1- 
7, and 14-17 in reply filed on 01/22/2007 is acknowledged herein. Because applicant did 
not distinctly and specifically point out the supposed errors in the restriction 
requirement, the election has been treated as an election without traverse (MPEP § 
818.03(a)). The requirement is made FINAL. 

Claims 1-7, and 14-17 are examined herein on the merits as they read on the 
elected invention. 

Claim Objections 

Claim 14 is objected to because of the following informalities: Claim 14, line 5 
recites "wherein R1 is R1". Appropriate correction is required. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 
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Claims 1-2, 5-7 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

The recitation "an adjunct to reduce irritancy from the trialkyl phosphine oxide", in 
claim 1 is vague and indefinite. The specification merely recites sucrose, fructose, 
dextrose, inositol, carboxymethylcellulose, and hydrocarbon polyols as adjuncts, and 
does not provide any information as to what other type of compounds can be employed 
as adjuncts to reduce irritancy from the trialkyl phosphine oxide. See page 18, line 26- 
page 19, line 7 of instant specification. Thus, one of ordinary skill in the art could not 
ascertain the metes and bounds as to "an adjunct to reduce irritancy from the trialkyl 
phosphine oxide", as it is not clear what other compounds this recitation encompasses. 

Claims 2, and 16, are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

The recitation "wherein the eye drop composition is substantially non-astringent" 
in the claims is vague and indefinite. The specification merely recites that "astringents 
are locally acting pharmacologic agents, which, by precipitating protein, help to clear 
mucus from the outer surface of the eye", and recites Witch Hazel as an astringent", see 
page 2, lines 15-17. It is not clear as to what agents other that Witch Hazel which is 
recited as astringent in the instant specification are excluded in the eye drop 
composition. Further it is not clear as to what the applicant intends to convey by the 
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recitation "substantially non-astringenf , is it completely i.e 100 % non-astringent or 99.6 
% non-astringent. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-7 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Rowsell et al. (US 4,070,496, PTO-1449), in view of Hecht (Remington, the Science and 
Practice of Pharmacy, 20 th ed. 2000, Chapter 43, pages 821-835, PTO-1449). 

Rowsell et al. discloses compositions comprising trialkyl phosphine oxides which 
read on instantly claimed trialkyl phosphine oxides of Formula 1. See column 1, line 58- 
column 2 line 24; column 3, Table. It is also disclosed that the trialkyl phoshine oxide 
compounds therein can be incorporated into eyedrops. See column 5, lines 37-38. An 
eye lotion comprising 0.005 % of di-isopentyl-sec-butyl phosphine oxide, Boric 
acid/sodium borate is disclosed. See column 9, EXAMPLE 3. It is also disclosed that 
compositions comprising trialkyl phosphine oxides are incorporated into a carrier which 
may be completely inert or which may contain other active ingredients. Carriers depend 
on the end use of the compositions. Carriers include aqueous or alcoholic solutions; oils 
and fats; starch; cellulosic material such as sodium carboxymethyl cellulose i.e 
demulcent/carrier. See column 5, lines 7-18; column 11, line 2. See EXAMPLE 12 
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wherein compositions comprising n-hexyl-isobutyl-cyclopentyl phosphine oxide in 
demulcent/carrier such as propylene glycol is disclosed. 

Rowsell et al. does not explicitly teach an eyedrop composition comprising 
buffered isotonic ophthalmic solution having trialkyl phosphine oxide. 

Rowsell et al. does not specifically teach instructions to the user for applying the 
solution indirectly to the eye. 

Hecht teaches that a number of requirements such as sterility, clarity, buffer, 
buffer capacity and pH, tonicity, viscosity must be considered in the preparation of 
ophthalmic solutions, suspensions, or ointments. It is also taught that the buffer system 
must be considered with tonicity and comfort in mind. See page 827, right hand column, 
bottom paragraph. It is taught that ophthalmic preparations should be formulated at a 
pH equivalent to the tear fluid, and buffer capacity is the key. It is also taught that 
isotonicity is desirable and important in intraocular solutions. Page 829. 

It would have been obvious to a person of ordinary skill in the art to incorporate 
trialkyl phosphine oxides taught by Rowsell et al. in buffered isotonic eyedrop 
composition because 1) Hecht teaches that ophthalmic preparations should be 
formulated at a pH equivalent to the tear fluid, and 2) buffer capacity and tonicity are 
important factors to be considered in preparing such ophthalmic compositions Thus, 
one of ordinary skill in the art at the time of invention would have been motivated to 
employ buffered isotonic ophthalmic solution with the expectation of obtaining a stable 
eyedrop composition comprising trialkyl phosphine oxide that can be employed for eye 
care applications. 
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It would have been obvious to a person of ordinary skill in the art at the time of 
invention to provide instructions for administering the eye drop composition taught by 
Rowsell et al. The employment of a pharmaceutical kit or the patient pack comprising 
pharmaceutical composition in one or more doses and directions for administering the 
dosage forms are all deemed obvious since they are all within the knowledge and 
conventional skills of pharmacologist to conveniently assist the user and prescriber for 
easy dispensary of the medication. Moreover, the inclusion of a package inserts 
including "indication and use" of the pharmaceutical composition in a pharmaceutical kit 
is mandated by 21 CFR 201.57 according to Remington: The Science and Practice of 
Pharmacy, It has been established by the court that the content of written instructions 
was not patentable subject-matter that could be relied upon to overcome a prior art 
rejection of a biotech kit claim. In re Ngai and Lin (Fed Cir 03-1524, decided March 8, 
2004, precedential opinion issued May 13, 2004). 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claim 14 is rejected under 35 U.S.C. 102(b) as being anticipated by Rowsell et 
al. (US 4,070,496, PTO-1449). 
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Rowsell et al. discloses compositions comprising trialkyl phosphine oxides which 
read on instantly claimed trialkyl phosphine oxides of Formula 1 . See column 1 , line 58- 
column 2 line 24. It is also disclosed that the trialkyl phoshine oxide compounds therein 
can be incorporated into eyedrops. See column 5, lines 37-38. An eye lotion comprising 
0.005 % of di-isopentyl-sec-butyl phosphine oxide is disclosed. See column 9, 
EXAMPLE 3; See EXAMPLE 12 wherein compositions comprising n-hexyl-isobutyl- 
cyclopentyl phosphine oxide in demulcent/carrier such as propylene glycol is disclosed. 

Thus, Rowsell et al. anticipates instant claim 14. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 15-17 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Rowsell et al. (US 4,070,496, PTO-1449) as applied to claim 14 above, in view of Hecht 
(Remington, the Science and Practice of Pharmacy, 20 th ed. 2000, Chapter 43, pages 
821-835, PTO-1449). 

Rowsell et al. is as discussed above. 

Rowsell et al. does not explicitly teach an eyedrop composition comprising 
buffered isotonic ophthalmic solution having the particular trialkyl phosphine oxide. 
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Hecht teaches that a number of requirements such as sterility, clarity, buffer, 
buffer capacity and pH, tonicity, viscosity must be considered in the preparation of 
ophthalmic solutions, suspensions, or ointments. It is also taught that the buffer system 
must be considered with tonicity and comfort in mind. See page 827, right hand column, 
bottom paragraph. Ophthalmic preparations should be formulated at a pH equivalent to 
the tear fluid, and buffer capacity is the key. It is also taught that isotonicity is desirable 
and important in intraocular solutions. Page 829. 

It would have been obvious to a person of ordinary skill in the art at the time the 
invention was made to employ the particular subgenus of trialkyl phosphine oxide 
compounds in the eye lotion compositions taught by Rowsell et al. 

One having ordinary skill in the art at the time the invention was made would 
have been motivated to employ the particular subgenus trialkyl phosphine oxide 
compounds in the prior art eye lotion compositions, because Rowsell et al. have broadly 
covered and encompassed the particular subgenus of trialkyl phosphine oxide 
compounds, and teaches that the trialkyl phoshine oxide compounds therein can be 
incorporated into eyedrops 

Therefore, one of ordinary skill in the art would have reasonably expected that 
particular trialkyl phoshine oxide compounds would have same or substantially similar 
beneficial therapeutic effects and usefulness when incorporated in eye drops, based on 
the reasonable expectation that structurally similar species usually have similar 
properties. See, e.g., Dillon, 919 F.2d at 693, 696, 16 USPQ2d at 1901, 1904. See also 
Deuel, 51 F.3d at 1558, 34 USPQ2d at 1214, and If the claimed invention and the 
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structurally similar prior art species share any useful property, that will generally be 
sufficient to motivate an artisan of ordinary skill to make the claimed species, In fact, 
similar properties may normally be presumed when compounds are very close in 
structure. Dillon, 919 F.2d at 693, 696, 16 USPQ2d at 1901, 1904, as noted in MPEP 
2144. 

It would have been obvious to a person of ordinary skill in the art to incorporate 
trialkyl phosphine oxides taught by Rowsell et al. in buffered isotonic eyedrop 
composition because 1) Hecht teaches that ophthalmic preparations should be 
formulated at a pH equivalent to the tear fluid, and 2) buffer capacity and tonicity are 
important factors to be considered in preparing such ophthalmic compositions Thus, 
one of ordinary skill in the art at the time of invention would have been motivated to 
employ buffered isotonic ophthalmic solution with the expectation of obtaining a stable 
eyedrop composition comprising trialkyl phosphine oxide that can be employed for eye 
care applications. 

Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Shobha Kantamneni whose telephone number is 571- 
272-2930. The examiner can normally be reached on Monday-Tuesday, Thursday- 
Friday 8am-4pm. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan, Ph.D can be reached on 571-272-0629. The fax 
phone number for the organization where this application or proceeding is assigned is 
571-273-8300. 



Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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